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International application No. PCT/USOO/06560 



I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originaliy fifed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7))\ 
Description, pages: 

1-17 as originally filed 



Sequence listing part of the description, pages: 

1 (SEQ ID NOs. 1-3), as originally filed 

2. With regard to the language, all the elements marked above were available or fumished to this Authority In the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

13 contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form, 

H furnished subsequently to this Authority in computer readable form. 

H The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

K The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 



Claims, No.: 



1-34 



as originally filed 



Drawings, sheets: 



as originally filed 
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□ the description, 

□ the claims, 

□ the drawings, 



sheets: 



pages: 
Nos.: 



5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing sucti amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 

IV. Lack of unity of invention 

1 . In response to the invitation to restrict or pay additional fees the applicant has: 

□ restricted the claims. 

□ paid additional fees. 

□ paid additional fees under protest. 

□ neither restricted nor paid additional fees. 

2. K This Authority found that the requirement of unity of invention is not complied and chose, according to Rule 

68.1 , not to invite the applicant to restrict or pay additional fees. 

3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 

□ complied with. 

K not complied with for the following reasons: 
see separate sheet 

4. Consequently, the following parts of the international application were the subject of international preliminary 
examination in establishing this report: 

O all parts. 

□ the parts relating to claims Nos. . 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1, 2. 12-15. 19 (partially), 3, 4, 7-11, 16, 32-34 (completely) 
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No: 



Claims 



1. 2, 12-15, 19 (partially), 5, 6, 17, 18, 20-31 (completely) 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



1, 2, 12-15, 19 (partially), 8-11. 32, 33 (completely) 

1, 2, 12-15, 19 (partially), 3-7, 16-18, 20-31, 34 (completely) 



Industrial applicability (lA) 



Yes: 
No: 



Claims 
Claims 



1-34 



2. Citations and explanations 
see separate sheet 



VII. Certain defects in the international application 

The following defects in the form or contents of the International application have been noted: 
see separate sheet 



Vlil. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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The application concerns the provision of a method for isolating and cloning full-length 
cDNA sequences. Messenger RNA is first reverse transcribed and the cDNA/nnRNA 
hybrids are then isolated via the nnRNA cap structure (optionally after removal of un- 
hybridised RNA), the 3' end of the first-strand DNA is 'tagged' and second strand synthesis 
is performed using the sequence of the tag as a binding site for specially designed primers. 

Re Item IV 

Lack of Unity of Invention 

An international application must relate to one invention only or to a group of 
inventions so linked as to form a single general inventive concept. Unity of invention 
is fulfilled only when there is a technical relationship between the inventions involving 
one or more of the same or corresponding special technical features. Special 
technical features are such features that define the contribution of the claimed 
invention over the prior art. 

The identified 6 inventions relate to methods of isolation of full-length double- 
stranded cDNA which involves the technical features of claim 1 (first-strand cDNA 
synthesis from mRNA, denaturation of hybrid products, attachment of a tag sequence 
to the 3' end of the first strand cDNA and production of the second strand using the 
first tagged strand) as the sole common link. However, this feature cannot be 
considered to constitute a special technical feature because it does not define a 
contribution over the prior art. This method is already known in the prior art (D1 Fig. 
1 and Materials and Methods pages 328-329). Because the methods of claims 3, 5, 
7, 8, 10, 12 and 14 are all separately dependent on either claim 1 or claim 2, there 
is no special technical feature linking these claims and their dependent subject 
matter. 

Furthermore, the IPEA considers that there is no technical relationship between the 
subject matter of claims 1-33 (methods for cloning full-length cDNA sequences and 
associated products) and claim 34 (a fusion protein comprising elF4E and elF4G). 
Because the isolation of full-length cDNA according to the method of claims 1-33 is 
not restricted to the use of an elF4E:elF4G fusion protein and because products for 
the isolation of full-length mRNA via the 5' cap are known (D2 column 5 line 30), 
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these two groups of claims are considered to solve two different technical problenns 
and claim 34 therefore constitutes a further invention. 

The inventions are considered to be defined as follows: 

Invention I Claims 1, 2, 12-15, 19-31 (all partially), 3, 4 and 16 (completely) 

Methods for the isolation of full-length double-stranded cDNA comprising first-strand 
cDNA synthesis from mRNA, denaturation of hybrid products, attachment of a tag 
sequence to the 3' end of the first strand cDNA and production of the second strand 
using the first tagged strand, whereby the mRNA is isolated via cap-binding proteins. 

Invention II Claims 1, 2, 12-15, 19-31 (all partially), 5, 6, 17 and 18 
(completely) 

Methods for the isolation of full-length double-stranded cDNA comprising first-strand 
cDNA synthesis from mRNA, denaturation of hybrid products, attachment of a tag 
sequence to the 3' end of the first strand cDNA and production of the second strand 
using the first tagged strand, whereby the mRNA is isolated via biotinylation of the 
cap structure and subsequent affinity purification. 

Invention III Claims 1, 2, 12-15, 19-31 (all partially) and 7 (completely) 

Methods for the isolation of full-length double-stranded cDNA comprising first-strand 
cDNA synthesis from mRNA, denaturation of hybrid products, attachment of a tag 
sequence to the 3' end of the first strand cDNA and production of the second strand 
using the first tagged strand, whereby the mRNA is de-capped and de- 
phosphorylated subsequent to isolation. 

Invention IV Claims 1, 2, 12-15, 19-31 (ail partially), 8 and 9 (completely) 

Methods for the isolation of full-length double-stranded cDNA comprising first-strand 
cDNA synthesis from mRNA, denaturation of hybrid products, attachment of a tag 
sequence to the 3' end of the first strand cDNA and production of the second strand 
using the first tagged strand, whereby the tag comprises recognition sites for 
recombinases and/or restriction endonucleases. 
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Invention V Claims 1, 2, 12-15, 19-31 (all partially), 10, 11, 32 and 33 
(completely) 

Methods for the isolation of full-length double-stranded cDNA comprising first-strand 
cDNA synthesis from mRNA, denaturation of hybrid products, attachment of a tag 
sequence to the 3' end of the first strand cDNA and production of the second strand 
using the first tagged strand, whereby the tag is attached to the first strand cDNA via 
a site-specific recombinase capable of recognising and acting on single-stranded 
DNA. 

Invention VI Claim 34 

A fusion protein comprising elF4E and elF4G. 

Re Item V 

Reasoned statement under Rule 66.2(a)(il) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

1 ) Reference is made to the following documents: 

D1 : CARNINCI P ET AL: 'High-efficiency full-length cDNA cloning by biotinylated 
CAP trapper- GENOMICS,US,ACADEMIC PRESS, SAN DIEGO, vol. 37, no. 3, 
1 November 1996 (1996-11-01), pages 327-336, XP002081729 ISSN: 0888- 
7543 

D2: EP-A-0 373 914 (UNIV MCGILL) 20 June 1990 (1990-06-20) 
D3: EDERY I ET AL: 'AN EFFICIENT STRATEGY TO ISOLATE FULL-LENGTH 
CDNAS BASED ON AN MRNA CAP RETENTION PROCEDURE (CAPTURE)' 
MOLECULAR AND CELLULAR BIOLOGY,US,WASHINGTON, DC, vol. 15, 
June 1995 (1995-06), pages 3363-3371 , XP0029 15963 ISSN: 0270-7306 cited 
in the application 

D4: WO 98 56943 A (SLOAN KETTERING INST CANCER ;INVITROGEN CORP 

(US)) 17 December 1998 (1998-12-17) 
D5: WO 97 24455 A (CLONTECH LAB INC) 1 0 July 1 997 (1 997-07-1 0) 
D6: EP-A-0 625 572 (KATO SEISHI ;SEKINE SHINGO (JP); KANAGAWA KAGAKU 

GIJUTSU AKAD (JP)) 23 November 1994 (1994-1 1-23) 
D7: A. HAGHIGHAT AND N. SONENBERG: 'elF4G dramatically enhances the 

binding of elF4E to the mRNA 5'-Cap structure' J. BIOL. CHEM., vol. 272, no. 
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35, 29 August 1997 (1997-08-29), pages 21677-21680, XP002141735 AM. 
SOC. BIOCHEM. MOL.BIOL.,INC.,BALTIMORE,US cited in the application 

D8: A. HAGHIGHAT ET AL.: The elF4G-elF4E complex is the target for direct 
cleavage by the rhinovirus 2A proteinase' J. VIROLOGY, vol. 70, no. 12, 
December 1996 (1996-12), pages 8444-8450, XP002141736 
AM.SOC.MICROBIOL.,WASHINGTON,US 

D9: R J DIGATE ET AL: 'Molecular Cloning and DNA Sequence Analysis of 
Escherichia coll topB, the gene encoding Topoisomerase III' JOURNAL OF 
BIOLOGICAL CHEMISTRY,US,AMERICAN SOCIETY OF BIOLOGICAL 
CHEMISTS, BALTIMORE, MD, vol. 264, no. 30, 25 October 1989 (1989-10-25), 
pages 17924-17930-17930, XP002122019 ISSN: 0021-9258 



2) Novelty - Art,33f1) and (2) POT : 
Invention I 

Claims 1,2, 12-15, 19 (all partially), 3, 4 and 16 (completely) appear to be novel 
in light of the cited prior art, which nowhere combines the use of cap-binding proteins 
and the attachment of a non-native tag sequence to the first stand cDNA. 

Invention 11 

Claims 1, 2, 12-15, 19 (all partially), 5, 6, 17 and 18 (completely) lack novelty in 
light of D1 , which discloses a method for isolating full-length cDNA in Fig. 1 , whereby 
the cap structure of mRNA is biotinylated, first strand cDNA is synthesised via 
reverse transcription, un-hybridised RNA is removed through digestion with RNase 
I, cDNA is tagged with oligo dG, the product is isolated via streptavidin beads, the 
mRNA removed and second strand synthesis carried out using the oligo G tag. See 
also D1 pages 328 and 329 Materials and Methods. The sequences are cloned into 
pBluescript via Lambda Zap II. 

Invention III 

Claims 1, 2, 12-15, 19 (all partially) and 7 (completely) appear to be novel in light 
of the cited prior art, which nowhere combines the attachment of a non-native tag 
sequence to the first stand cDNA with a method whereby the mRNA is de-capped 
and de-phosphorylated after isolation. 
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Invention iV 

Claims 1, 2, 12-15, 19 (all partially), 8 and 9 (completely) appear to be novel in 
light of the cited prior art, which nowhere discloses the attachment of a non-native tag 
sequence comprising recognition sites for recombinases and/or restriction 
endonucleases to the first stand cDNA. 

Invention V 

Claims 1, 2, 12-15, 19 (all partially), 10, 11, 32 and 33 (completely) appear to be 
novel in light of the cited prior art, which nowhere discloses the attachment of a non- 
native tag sequence to the first stand cDNA via a site-specific recombinase capable 
of recognising and acting on single-stranded DMA. 

Inventions l-V 
Claims 20-31 

A previously disclosed compound is not rendered novel by a method for its 
production. The subject matter of claim 20 and therefore also of claims 21-31 is 
indistinguishable from full-length sequences isolated using different protocols and 
can therefore not be acknowledged as being novel. 

Invention VI 

The fusion protein of claim 34 does not appear to have been previously disclosed in 
the cited prior art and is therefore considered to be novel. 

3) Inventive Step - Art.33(1) and (3) PCT : 

The following comments on inventive step are confined to subject matter which could 
be acknowledged as being novel, or for which novelty could potentially be restored 
as outlined supra. 

Invention I Claims 1, 2, 12-15, 19 (all partially), 3, 4 and 16 (completely) 

The closest prior art is document D1 , which discloses a method for the isolation of 
full-length double-stranded cDNA sequences through the isolation of mRNA via the 
5' cap, the addition of an oligo dG tag to the 3' end of the resulting first strand cDNA 
and the synthesis of a second strand using the tag as a primer target. 
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In light of the prior art, the technical problem can be regarded as the provision of an 
alternative nnethod for the isolation of mRNA for the purposes of synthesising full- 
length double-stranded cDNA. 

The technical problem is solved by the subject matter of claims 1, 2, 12-15, 19 (all 
partially), 3, 4 and 16 (completely) which provide methods for the isolation of 
mRNA through the use of cap-binding proteins. 

To one skilled in the art the solution provided by claims 1, 2, 12-15, 19 (all partially), 
3, 4 and 16 (completely) would be obvious. D2 discloses the use of elF-4E in 
capturing mRNA for full-length double-stranded cDNA synthesis (D2 column 5 line 
30). Inventive step cannot be acknowledged for Invention I. 

Invention III Claims 1, 2, 12-15, 19 (all partially) and 7 (completely) 

Claim 7 lacks support in the description and it is not possible to determine which 
technical problem is solved by the said claim. It is therefore not possible to 
acknowledge inventive step for claims 1, 2, 12-15, 19 (all partially) and 7 
(completely). 

Invention IV Claims 1, 2, 12-15, 19 (all partially), 8 and 9 (completely) 

The closest prior art is document D1 , which discloses a method for the isolation of 
full-length double-stranded cDNA sequences through the isolation of mRNA via the 
5' cap, the addition of an oligo dG tag to the 3' end of the resulting first strand cDNA 
and the synthesis of a second strand using the tag as a primer target. 

In light of the prior art, the technical problem can be regarded as the provision of an 
altemative method for the for the synthesis of full-length double-stranded cDNA from 
mRNA, whereby sites useful for the subsequent cloning of the cDNA are introduced. 

The technical problem is solved by the subject matter of claims 1,2, 12-15, 19 (all 
partially), 8 and 9 (completely) which provide tag sequences comprising recombinase 
or restriction endonuclease recognition sites. 

The solution provided by claims 1, 2, 12-15, 19 (ail partially), 8 and 9 (completely) 

appears to be inventive in light of the cited prior art. Although D4 discloses the 
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incorporation of topoisonnerase and restriction endonuclease sequences into the 
mRNA via Vaccinia topoisonnerase during the isolation of full-length gene sequences 
{D4 claims 45, 58 and 59), there does not appear to be any motivation in D1 or D4 
to carry out a similar procedure for first strand cDNA. 

Invention V Claims 1, 2, 12-15, 19 (all partially), 10, 11, 32 and 33 
(completely) 

The closest prior art is again document D1 , which discloses a method for the isolation 
of full-length double-stranded cDNA sequences through the isolation of mRNA via the 
5' cap, the addition of an oligo dG tag to the 3' end of the resulting first strand cDNA 
via terminal deoxynucleotidyl transferase and the synthesis of a second strand using 
the tag as a primer target. 

In light of the prior art, the technical problem can be regarded as the provision of an 
alternative enzyme for adding tags to the 3' end of first strand cDNA in order to 
facilitate the cloning of full-length double-stranded cDNA from mRNA. 

The technical problem is solved by the subject matter of claims 1,2, 12-15, 19 (all 
partially), 10, 11, 32 and 33 (completely) which provide a method for isolating full- 
length double-stranded cDNA whereby a tag is attached to the first strand cDNA via 
a site-specific recombinase capable of recognising and acting on single-stranded 
DNA. 

The solution provided by claims 1, 2, 12-15, 19 (all partially), 10, 11, 32 and 33 
(completely) appears to be inventive in light of the cited prior art. D1 uses a terminal 
transferase in order to add a tag to the 3' end of the first strand cDNA. However, this 
enzyme is only capable of introducing bases to the cDNA molecule one by one, in 
contrast to the recombinases of the application which can add selected sequences 
to the said molecule. Although D4 discloses the use of topoisomerase to ligate DNA 
sequences to the mRNA molecule after removal of the cap, there does not appear 
to be any motivation in the prior art to use such an enzyme to add these sequences 
to the first cDNA strand and thus avoiding the necessity to de-cap and 
dephosphorylate the mRNA. 
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invention VI Claim 34 

The closest prior art is D2, which provides protein A/elF4E fusion proteins for the 
isolation of full-length mRNA. 

In light of the prior art, the technical problem can be regarded as the provision of an 
alternative elF4E fusion protein. 

The provision of elF4E / elF4G fusion proteins is considered to be trivial and not to 
contribute to the teaching of the art. In the absence of any functional statement in 
claim 34, it cannot be seen to solve any technical problem and it is therefore not 
possible to acknowledge inventive step. 

N.B. Even if a purposive statement in line with the description were to be added to 
claim 34, it would still not possible to acknowledge inventive step for the said claim. 
No concrete examples are given of functional elF4E / elF4G cap-binding fusion 
proteins. It is considered that not every elF4E / elF4G fusion protein will function as 
a cap-binding protein and thus the technical problem is not solved by all the claimed 
subject matter. 



Re Item VII 

Certain defects in the international application 

a) Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art 
disclosed in the documents D1, D2, D4-D6, D8 and D9 are not mentioned in the 
description, nor are these documents identified therein. 

b) The double citation of elF4G in claim 4 leaves the reader in doubt as to what subject 
matter protection is sought for. 

Re Item VIII 

Certain observations on the international application 

a) The term "incorporated by reference", e.g. on page 3 lines 25-26, page 8 lines 9 and 
10, should be removed. A patent application must be self understanding; the objected 
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term renders the scope of the application obscure (Art. 5 and 6, Rule 9.1 (iv) PCT). 

b) It is clear from the description on page 7 and the examples on pages 15-17 that the 
use of type I topoisomerases is essential to the definition of the invention. Since 
independent claim 1 does not contain this feature, it does not meet the requirement 
following from Article 6 PCT taken in combination with Rule 6.3(b) PCT that any 
independent claim must contain all the technical features essential to the definition 
of the invention. 

c) The term "non-native tag sequence" in claim 1 is unclear and renders the scope of 
the said claim obscure (Article 6 PCT). 

d) Claim 7 lacks support from the description. Nowhere in the description is there any 
reference to the de-capping or de-phosphorylation of the mRNA. The said claim 
should be brought into line with the description (Art. 6 PCT), The applicant is 
reminded that in correcting this deficiency it is not permissible for subject matter to 
be added. 

e) It is not explicitly clear in claim 3 which step the affinity purification is to be applied to 
(Articles PCT). 

f) Claim 10 lacks essential technical features. It is clear from the description that the 
method has only been carried out with E. coli topoisomerase III (page 7 lines 15- 30) 
(Articles 5 and 6 PCT). 

g) Although the terms "pYES2", "pMT". "pIND", and "pcDNA3.1 " are known in the art, 
it is not clear exactly what the sequences being referred to are. The terms should be 
qualified, e.g. through reference to a genebank accession number or equivalent. 
Such products are not constant over time and the meaning of the terms therefore 
lacks the clarity required by Article 6 PCT. 
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4. Further action(s): The applicant is reminded of the following: 

Shortly after 18 months from the priority date, the . international application will be published by the International Bureau. 
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the 
priority claim, must reach the International Bureau as provided in Rules 90b/s.1 and 906/S.3, respectively, before the 
completion of the technical preparations for international publication. 

Within 19 months from the priority' date, a demand for international preliminary examination must be filed if the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date. (in some Offices even later)/ 

Within 20 months from the priority date, the applicant must perform the prescribed acts for entry into the national phase 
before all designated Offices which have not been elected in the demand or in a later election within 19 months from the 
priority date or could not be elected because they are not bound by Chapter II. 
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This International Search Report has been prepared by this International Searching Authority and is transmitted to the apDlicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 4 sheets. 

Pn 's a'so accompanied by a copy of each prior art document cited in this report. 



1 . Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

[]J the international search was carried out on the basis of a translation of the international application furnished to this 
Authonty (Rule 23.1(b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
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international application as filed has been furnished. 
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I I Certain claims were found unsearchable (See Box I). 
I I Unity of invention is lacking (see Box II). 



4. With regard to the title, 

pn text is approved as submitted by the applicant. 

I I the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

pn t*^® ts^f is approved as submitted by the applicant. 

[ I has been established, according to Rule 38.2(b). by this Authority as it appears in Box III. The applicant may 

within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is Figure No J 

□ 

as suggested by the applicant. |^ None of the figures. 

I I because the applicant failed to suggest a figure. 
pn because this figure better characterizes the invention. 
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cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the international search 

4 July 2000 


Date of mailing of the international search report 

17/07/2000 


Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Patenttaan 2 
NL - 2280 HV IRijswijk 

Tel. (+31-70) 340-2040, Tx. 31 651 epo nl. 
Fax; (+31-70) 340-3016 


Authorized officer 

Hornig, H 



Form PCT/ISA/210 (second sheet) (July 1992) 



page 1 of 4 



INTERN 



NAL SEARCH REPORT 



Inter^^^^l Application No 

PC^^ 00/06560 



C.(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT 


Category ' 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 


p. CARNINCI ET AL.: "High efficiency 


1,2, 




selection of full-length cDNA by improved 


14-21 




biotinylated cap trapper" 






DNA RESEARCH, 






vol. 4, 1997, pages ol-oo, Xr002ylb9Do 






KAZUSA DNA RES. 






UN IV. AC AD, PRESS, INC. .TOKYO, J P 






cited in the application 




Y 


the whole document 


3,4, 




— — — 


22-31 


X 


EP 0 373 914 A (UNIV MCGILL) 


20,21 




20 June 1990 (1990-06-20) 




Y 


the whole document 


3,4, 






22-31 


X 


- — 

EDERY I ET AL: "AN EFFICIENT STRATEGY TO 


20,21 




ISOLATE FULL-LENGTH CDNAS BASED ON AN MRNA 






CAP RETENTION PROCEDURE (CAPTURE)" 






MOLECULAR AND CELLULAR 






BIOLOGY, US, WASHINGTON, DC, 






vol. 15, June 1995 (1995-06), pages 






3363-3371, XP002915963 






ISSN: 0270-7306 






cited in the application 




Y 


the whole document 


3,4, 







22-31 


X 


WO 98 56943 A (SLOAN KETTERING INST CANCER 


20,21 




;INVITROGEN CORP (US)) 






17 December 1998 (1998-12-17) 






claims 1-79; figure llA 






X 


wo 97 24455 A (CLONTECH LAB INC) 


20,21 




10 July 1997 (1997-07-10) 






the whole document 




X 


WO 98 20122 A (HAYASHIZAKI YOSHIHIDE ;INST 


20,21 




OF PHYSICAL AND CHEMICAL (JP)) 






14 May 1998 (1998-05-14) 






the whole document 




X 


WO 98 55502 A (SMITHKLINE BEECHAM CORP 


20,21 




;BERGSMA DERK J (US); MOONEY JEFFREY L 






(US) 10 December 1998 (1998-12-10) 






the whole document 




X 


— 

KATO S ET AL: "CONSTRUCTION OF A HUMAN 


20,21 




FULL-LENGTH CDNA BANK 




GENE, NL, ELSEVIER BIOMEDICAL PRESS. 






AMSTERDAM, 






vol. 150, 1994, pages 243-250, XP002915961 






ISSN: 0378-1119 






the whole document 






-/-- 





Form PCT/ISA/210 (continuation ot second sheet) (July 1992) 



page 2 of 4 



INTERN|MDNAL SEARCH REPORT 






Intei^^^^l AppMcation No 




PC^R 00/06560 


C.(Contlnuation) DOCUMENTS CONSIDERED TO BE RELEVANT 


Category 


Citation of document, with indication.where appropriate, of the relevant passages 


Relevant to claim No. 


X 


MARUYAMA K ET AL: "0LI60-CAPPING : A 


20,21 




SIMPLE METHOD TO REPLACE THE CAP STRUCTURE 






OF EUROKARYOTIC MRNAS WITH . 






OLIGONUCLEOTIDES" 






GENE , NL , ELSEVIER BIOMEDICAL PRESS. 






AMSTERDAM, 






vol. 138, 1 January 1994 (1994-01-01), 






pages 171-174, XP002017391 






ISSN: 0378-1119 






the whole document 




X 


EP 0 625 572 A (KATO SEISHI ;SEKINE SHINGO 


20,21 




(JP); KANAGAWA KAGAKU GIJUTSU AKAD (JP)) 






23 November 1994 (1994-11-23) 






the whole document 




X 


WO 96 34981 A (GENSET ;DUMAS MILNE EDWARDS 




20,21 




JEAN BAPTI (FR); MERENKOVA IRENA NICOL) 






7 November 1996 (1996-11-07) 






the whole document 




Y 


INVITROGEN PRODUCT KATALOG 1998, 


22-31 




page 18,29,43,44,49-52 XP002141734 






Carlsbad, CA, US 






pYES2, pMT, pIND or pcDNA3.1 




A 


A. HAGHIGHAT AND N. SONENBERG: "eIF4G 






dramatically enhances the binding of eIF4E 






to the mRNA 5 '-Cap structure" 






J. BIOL. CHEM. , 






vol. 272, no. 35, 






29 August 1997 (1997-08-29), pages 






21677-21680, XP002141735 






AM. SOC. BIOCHEM. 






MOL. BIOL. , INC. .BALTIMORE, US 






cited in the application 






the whole document 




A 


A. HAGHIGHAT ET AL.: "The eIF4G-eIF4E 






complex is the target for direct cleavage 






by the rhinovirus 2A proteinase" 






J. VIROLOGY, 






vol. 70, no. 12, December 1996 (1996-12), 






pages 8444-8450, XP002141736 






AM. SOC. MICROBIOL. , WASHINGTON, US 






the whole document 






-/-- 





Fomn PCT/ISA/210 (continuation of second sheet) (July 1992) 



page 3 of 4 



INTER 



NAL SEARCH REPORT 



al Application No 

S 00/06560 



C.(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



R J DIGATE ET AL: "Molecular Cloning and 
DNA Sequence Analysis of Escherichia coli 
topB, the gene encoding Topoi somerase III" 
JOURNAL OF BIOLOGICAL 
CHEMISTRY, US, AMERICAN SOCIETY OF 
BIOLOGICAL CHEMISTS, BALTIMORE, MD, 
voT. 264, no. 30, 

25 October 1989 (1989-10-25), pages 
17924-17930-17930, XP0021220r9 
ISSN: 0021-9258 
the whole document 

WO 96 19497 A (SLOAN KETTERING INST 
CANCER) 27 June 1996 (1996-06-27) 
the whole document 



Foim PCT/ISA'210 (continuation of second shesi) (July 1992) 



page 4 of 4 



INTERN 

Inform 




NAL SEARCH REPORT 

'n patent family members 



Inte^^^^l 



I Application No 

00/06560 



Patent document 
cited in search report 


Publication 
date 


Patent family 
member(s) 


Publication 
date 


EP 0373914 A 


20-06-1990 


CA 


2005252 


A 


13-06-1990 






DE 


68916769 


D 


18-08-1994 






DE 


68916769 


T 


10-11-1994 






US 


5219989 


A 


15-06-1993 



WO 


9856943 


A 


17-12- 


1998 


AU 


8256598 


A 


30-12-1998 












tr 




A 

A 


uy-UD lyyy 


WO 


9724455 


A 


10-07- 


1997 


US 


5962271 


A 


05-10-1999 












EP 


0871780 


A 


21-10-1998 












JP 


2000502905 


T 


14-03-2000 












US 


5962272 


A 


05-10-1999 


WO 


9820122 


A 


14-05- 


1998 


JP 


10127291 


A 


19-05-1998 












EP 


0990702 


A 


05-04-2000 


WO 


9855502 


A 


10-12- 


1998 


EP 


0988313 


A 


29-03-2000 


EP 


0625572 


A 


23-11- 


1994 


JP 


6153953 


A 


03-06-1994 












WO 


9408001 


A 


14-04-1994 












US 


5597713 


A 


28-01-1997 



WO 9634981 A 07-11-1996 



FR 


2733765 


A 


08- 


-11- 


1996 


FR 


2733762 


A 


08- 


-11- 


•1996 


AU 


719217 


B 


04- 


-05- 


■2000 


AU 


5982996 


A 


21- 


-11- 


■1996 


CA 


2220045 


A 


07- 


-11- 


•1996 


EP 


0824598 


A 


25- 


-02- 


■1998 


JP 


11510364 


T 


14- 


-09- 


■1999 


US 


6022715 


A 


08- 


-02- 


■2000 



WO 9619497 


A 


27-06-1996 


US 


5766891 


A 


16-06-1998 








AU 


705983 


B 


03-06-1999 








AU 


4515096 


A 


10-07-1996 








CA 


2208062 


A 


27-06-1996 








EP 


0828755 


A 


18-03-1998 








JP 


10510716 


T 


20-10-1998 



Fomn PCT/ISA/210 (patent family annex) (July 1992) 



NOTES TO FORM PCT/ISA/220 




These Notes are intended to give the basic instructions concerning the filing of amendments under article 19. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative Instmctions 
under that Treaty. In case of discrepancy tsetween these Notes and those requirements, the latter are applicable. For more 
detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, "Article", "Rule*, and "Section" refer to the provisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has, after having received the intemational search report, one opportunity to amend the claims of the 
international application. It should however be emphasized that, since all parts of the international application (claims, 
description and drawings) may be amended during the intemational preliminary examination procedure, there is usually 
no need to file amendments of the claims under Article 19 except where, e.g. the applicant wants the latter to be published 
for the purpMdses of provisional protection or has another reason for amending the claims before intemational pbulication. 
Furthermore, rt should t»e emphasized that provisional protection is available in some States only. 



What parts of the International appllc^lon may be amended? 

Under Article 1 9, only the claims may be amended. 

During the intemational phase, the claims may also be amended (or further amended) under Article 34 before 
the International Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 tsefore the Intemational Examining Authority. 

Upon entry into the national phase, all parts of the intemational application may be amended under Article 28 
or, where applicable, Article 41 . 



When? Within 2 months from the date of transmittal of the international search report or 16 months from the priority 

date, whichever time limit expires later. It should be noted, however, that the amendments will t>e considered 
as having been received on time if they are received by the International Bureau after the expiration of the 
applicable time limK but before the completion of the technical preparations for intemational publication 
(Rule 46 1). 



Where not to file the amendments? 

The amendments may only be filed with the Intemational Bureau and not with the receiving Office or the 
Intemational Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been /is filed, see below. 



How? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of 

one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numtsered in Arabic numerals. Where a claim is 
cancelled, no renumbering of the other claims is required. In all cases where clainrrs are renumtsered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made in the language in which the International application Is to be published. 



What documents must/may accompany the amendments? 
Letter (Section 205(b)): 

The amendments must be submitted with a letter. 

The letter will not be published with the intemational application and the amended claims. It should not be 
confused with the 'Statement under Article 1 9(1)' (see below, under 'Statement under Article 19(1)*). 

The letter must be In English or French, at the choice of the applicant. However, If the language of the 
International application Is English, the letter must be In English; It the language of the international application 
Is French, the letter must be In French. 



Notes to Form PCT/ISA/220 (first sheet) (January 1994) 

BNSDOCID: <XSISA220NOENP4_L> 



» - # 

NOTES TO FORM PCT/ISA/220 (continued) 



The tetter must indicate the differences between the claims as filed and the claims as amended. It must, in 
particular, indicate, in connection with each claim appearing in the international application (it being understood 
that identical indications concerning several claims may be grouped), whet her 

(i) the claim is unchanged; 

(ti) the claim is cancelled; 

(iii) the claim ts new; 

(iv) the claim replaces one or more claims as filed; 

(v) the claim is the result of the division of a claim as filed. 



The following examples Illustrate the manner In which amendments must be explained In the 
accompanying letter: 

1 . (Where originally there were 46 claims and after amendment of some claims there are 51 ]; 
"Claims 1 to 29, 31 , 32, 34, 35, 37 to 48 replaced by amended claims bearing the same numbers; 
daims 30. 33 and 36 unchanged; new claims 49 to 51 added " 

2. [Where originally there were 1 5 claims and after amendment of all claims there are 11]: 
"Claims 1 to 15 replaced by amended claims 1 to 11 

3. [Where originally there were 14 claims and the amendments consist in cancelling some claims and in adding 
new claims]: 

"Claims 1 to 6 and 14 unchanged; claims 7 to 13 cancelled; new claims 15, 16 and 17 added." or 
"Claims 7 to 13 cancelled; new claims 15, 16 and 17 added; all other claims unchanged." 

4. [Where various kinds of amendments are made): 

"Claims 1-10 unchanged; claims 11 to 13, 18 and 1 9 cancelled; claims 1 4, 1 5 and 1 6 replaced by amended 
daim 14; claim 17 subdivided into amended claims 15, 16 and 17; new claims 20 and 21 added." 



''Statement under article 19(1)** (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 
that such amendments might have on the description and the drawings (which cannot be amended under 
Article 19(1)). 

The statement will be published with the international application and the amended claims. 
It must be In the language in which the International apppHcatlon Is to be published. 

It must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the tetter indicating the differences between the^clatms 
as filed and as amended. It must be filed on a separate sheet and must be identified as such by a heading, 
preferably by using the words "Statement under Article 19(1)." 

It may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given claim, contained in the international search 
report may be made only in connection with an amendment of that claim. 



Consequence If a demand for International preliminary examination has already been filed 

If, at the time of filing any amendments under Article 1 9, a demand for international pM-eliminary examination 
has already tDeen submitted, the applicant must preferably, at the same time of filing the amendments with the 
Intemational Bureau, also file a copy of such amendments with the International Preliminary Examining 
Authority (see Rule 62.2(a), first sentence). 



Consequence with regard to translation of the Intemational application for entry Into the national phase 

The applicant's attention is drawn to the fact that, where upon entry Into the national phase, a translation of the 
claims as amended under Article 19 may have to be furnished to the designated/elected Offices, instead of. or 
in addition to, the translation of the claims as filed. 

For further details on the requirements of each designated/elected Office, see Volume II of the PCT Applicant's 

Guide. 
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4365 EXECUTIVE DRIVE, SUITE 1600 
SAN DIEGO. CA 92121-2189 



PCT 



JUL 2 3 20. 



NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL SEARCH REPORT 
OR THE DECLARATION 

(PCT Rule 44.1) 



Applicant's or agent's file reference 
INVIT1270WO 



Dale of Mailing 
{day/month/year) 



FOR FURTHER ACTION See paragraphs 1 and 4 below 



International application No. 
PCT/USOl/05745 



Applicant 

INVITROGEN CORPORATION 



International filing date 
(day/month/year) 

23 February 2001 (23.02.2001) 



The applicam is hereby ndificd that the inieraaiiooal search repon has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19: 

The applicant is emiiled, if he so wishes, to amend the claims of the intemaiiocal application (see Rule 46): 

When? The lime limit for filing such amendmcnis is oonnaUy 2 months from the date of iransmiiial of the 
international search report; however, for more details, sec the notes on the acccsnpany sheet. 

Where? Directly to the Iniemational Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 
Facsimile No.: (41-22)740.14.35 

For more detailed instructions, see the notes on the accompanying sheet. 

The applicam is hereby notified that no iniemational search report will be established and that the declaration imder 
Article I7(2Xa) to that effect is transmitted herewith. 

With regard to the protest against payment of (an) addiUonal fee(s) under Rule 40.2, the applicant is notified that* 

the protest together with the decision thereon has been transmitted to the Imcmaticoal Bureau together with the 
applicant's request to forward the texts of both the protest and the decision thereon to the designated Offices. 

I I no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 
4. Further actioD(s)^ The applicant is reminded of the following: 

Shortly after 18 months from the priority date, the intemational application will be published by the International Bureau. 
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the intemational application , or of the 
priority claim, must reach the International Bureau as provided in rtiles 90 Wj 1 and 90 3, respectively, before the 
cpmpletioQ of the technical preparations for imemational publication. 

Within 19 months from the priority date, a demand for intemational preliminary examination must be filed if the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later). 

Within 20 months from the priority date, the applicant must perform the prescribed acts for entry into the national phase 
before all designated Offices which have not been elected in the demand or in a later election within 19 months from the 
priority date or could not be elected because they are not bound by Chapter II. 



□ 
□ 



Name and mailing address of the ISA/US 

Commissioner of Patents and Trademarks 
Box PCT 

Washington, D.C. 20231 
Facsimile No. (703)305-3230 



Aytnoryted officer 
Tpiigj 

Telephone No. (703) 308-0196 




nanderH.Tpieeler 
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International filing date 
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23 February 2001 (23.02.2001) 



Applicant 
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The applicam is hereby DOtified that the imcraaiiooal search repon has been established and is iransmiited herewith. 
Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the imcraaiiooal appUcaiioo (see Rule 46): 

When? The time limit for filing such amendments is noraially 2 months from the date of transmittal of the 
imematiooal search repoit; however, for more details, see the notes oo the accompany sheet. 

Where? Directly lo the Imematiooal Bureau of WIPO 
34, chcmin des Colcmbettes 
12 1 1 Geneva 20, Switzerland 
FacsimUeNo.: (41-22)740.14.35 

For more detailed instructions, see the naes on the accompanying sheet. 

The applicam is hereby notified that no inieraaiioaal search report will be established and that the declaratioo under 
Article l7(2Xa) to that effect is iransmined herewith. 

With regard to the protest against paymem of (an) addiiiooal fec(s) under Rule 40.2, the apphcam is notified that: 



□ 
□ 



the protest together with the decision thereoo has been transmiued to the Imenaaiiooal Bureau together with the 
applicam 's request to forward the texts of both the protest and the decision thereoo to the designated Offices. 



no decision has been made yet on the protest; the applicam will be notified as sooo as a decision is made. 
Further 8ctioD(s)iL The applicam is reminded of the following: 

Shortly after 18 months froni the priority date, the imematiooal application will be published by the Inieraaiiooal Bureau. 
If the applicam wishes to avoid or postpone publicatioo, a notice of withdrawal of the imematiooal applicatioo , or of the 
priority claun, must reach the Imematiooal Bureau as provided in rules 90 Wy I and 90 fiw 3, respectively, before the 
completioo of the technical preparations for imematiooal publication. 

Within 19 months from the priority date, a demand for imeraational preliminary examination must be filed if the applicam 
wishes to postpone the entry imo the national phase umil 30 months from the priority date (in some Offices even later). 

Within 20 months from the priority date, the applicam must perform the prescribed acts for entry into the national phase 
before all designated Offices which have not been elected in the demand or in a later election within 19 momhs from the 
priority date or could not be elected because they are not bound by Chapter II. 
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Applicant 

INVITROGEN CORPORATION 



This international search report has been prepared by this International Searching Authority and is transmined to the 
applicant according to Article 18. A copy is being transmitted to the International Bureau. 

This international search report consists of a total of 



sheets. 



It is also accompanied by a copy of each prior art document cited in this report. 



1. Basis 

a. 



2. 



□ 



b. 



□ 
□ 
□ 
□ 
□ 

□ 

□ 

3. - □ 

4. With 



□ 



of the Report ~* ~ ~ 

With regard to the language, the international search was carried out on the basis of the international application in the 
language m which it was filed, unless otherwise indicated under this item. 

the international search was carried out on the basis of a translation of the inteniational application furnished to this 
Authority (Rule 23.1(b)). 

With regard to any nucleotide and/or amhio add sequence disclosed in the international application, the international 
search was carried out on the basis of the sequence listing: 

contained in the international application in written forai. 

filed together with the international application in computer readable form. 

fumished subsequently to this Authority in written forai. 

furnished subsequently to this Authority m computer readable form. 

the statement that the subsequently fumished written sequence listing does not go beyond the disclosure in the 
international application as filed has been fumished. 

the statement that the information recorded in computer readable forai is identical to the written sequence listing has 
been furnished. 

Certain ciahns were found unsearchable (See Box 1). 

Unity of Invention Is lackhig (See Box II). 
regard to the title, 

the text is approved as submitted by the applicant. 

the text has been established by this Authority to read as follows: 



With regard to the abstract, 

[XI the text is approved as submitted by the applicant. 

Q the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant 
may, within one month from the date of mailing of this international search report, submit comments to this 
Authority. 

The figure of the drawings to be published with the abstract is Figure No 
as suggested by the applicant. 

□ 

because the applicant failed to suggest a figure. 
I I because this figure better characterizes the invention. 



None of the figures 
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INTERNATIONAL SEARCH REPORT 
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A. CLASSIFICATION OF SUBJECT MATTER 

1PC(7) : C12N 15/64, C12P 19/34, C12N 15/00 
US CL : 435/91.41, 91.1, 91.4, 91.5, 172.3 
According to international Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
U.S. : 435/91.41, 91.1, 91.4, 91.5. 172.3 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
Please See Continuation Sheet 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category * 



X 

A,P 



Citation of doctment, with indication, whierie appropriate, of the relevant passages 



US 5,766,891 A (SHUMAN) |>6 June 1998^^6.06.1998), see whole document. 
US 6,238,884 81 (SHORT et al) 29 May 2001 (29.03.2001), see whole document. 



Relevant to claim No. 



1-3 and 6 
1-39 



□ Further documents ar. listed m the continuation of Box C. □ See patent family aimex. 



* special categories of cited dociupeots: 

A" documeai defining tbe general state of the art wbich is not considered to tie 
of particular relevance 

earlier applicatioo or patent published on or after the tntemational filing date 

"L" document which may threw doubts oo priority clann(s) or which is cited to 
establish the publicalioo date of another citatioa or other special reason (as 
specified) 

O" document referring to an oral disclosure, use, exhibition or other means 

P" document i»blisbed prior to the internal ional filing date but later than the 
priority date claimed 



later documem published after the international filing date or priority 
date and not m cooflia with the applicatioD but cbed to understand tbe 
principte or theory tmdertying the inventiOD 

document of particular relevance; the claimed mventioQ cannot be 
considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to invo^e an inventive step when the documeni b 
combined with one or more other such docunjcnts, such combtnaiioo 
being obvious to a person skilled in the an 

document member of the same patent family 



Date of the actual completion of the international search 
15 June 2001 (15.06.2001) 



Name and mailing address of the ISA/US 

Commissioner of Patents and Trademarks 
Box PCT 

Washington, D.C. 20231 

Facsimile No. (703)305-3230 



Date of mailing of the international search report 
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Continuation of B. FIELDS SEARCHED Item3: 

Databases: WEST. Medline, Biosis. CAPlus, Embase, Biotechds. Sequence Search 

Search Tenns: topoisomerase, linker. PGR, biotin. Vaccinia. Taq polymerase, overiiang. sequencing 
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NOTES TO FORM PCT/ISA/220 



These NcMcs ire inicndcd lo gjvx ihc hasic insirucuons cxxiccrmng the filing of imcndzDcnu under Aniclc 19. The 
Notes irc based on ihc rcquirtmciiis of the P«lem Coopcralioo Treaty lod of the Rc^liiioos lod the Admjnisirjiivc 
Instnjciioru under that Treaty. In case of discrcpncy between these Notes and those requirements, the lanertpc applicable. 
For more detailed inTormation, see ilso the PCT Applicant *s Guide, a publication of WIPO. 

In these Notes, -Article", "Rule" and "Section" refer to the provisions of the PCT, ibc PCT Rcguliiioos and the PCT 
Administrative Instructions,"respcctivcly. 



mSTRUCnONS concerning amendments under article 19 



The tppUcuu has, after havinff received the intcnutiooAl search repoct, ooc opponuahy lo Amend the ciaims of the 
totematioomlappUcitioo. It KboukTbowcvcr be rtnphatiTrd that, aixKx all puts oc the tntenutiooai applicatioa (daims, 
dociiptioo and drawiags) may be •«v^mV<i during the ioicniatioaai prdimuaiy cxamixiatioa prooedure, there b ttsually 
DoneodtorUeamcndmefitsoftbedaimsuoderAnick 19cxocpCwbcreyC^(.theappIkaiawixuslbehttertobepublt^^ 
for the pmpoaes of provisiooal protectioo or has aootber reasocx for i mrn d in g the dauns before imematicQal puMicatioQ. 
Fimbermort; H shoiuld be emphasized that provisiooal procectioc b available m some Sutes only. 

What parts oCtkc iaUrMtiooal appUcmtioa may be aoseodcd 7 
Ibe dafans only. 

The descripdoQ aod the drawings may ooly be amended during intenutiooal preliminary cxamsnatioo under 
CbapccrIL 



WhcsT WilhiaZinoothsfnxntbedateoftransmittUoflbetntenutkx^ 

date, whidievtr time limit expires later. It sfaoukl be noted, bowera; that the atnmdmcqti will be considered 
as having been reodved on tunc if they aic leoeived by the Intefoabooal Borctu after Ibe cxpcratioo of the 
appiicabk time limit but before the completkMi of the mdmiril pccpantioas for iat fjnit in na l publicatioo 
(Role 46.1). 



Where ttot to Ok the ancBdneBta 7 

The amendments may only be Gled with the Intematiooal Bureau and not with the reodving Office or the 
Intematiooal Seardsiog Authority (Rule 46^). 

Where a demand for btcmatiqQal prdimxnary examtnatioa has beeoAs Gled, see bdow. 



How7 BTbff ^y *^*wff^l'«g tfw rwtirp rfairn^ hy adding one or more new dAtma or by amwirftng the text of 
one ormoce of the daimt as filed. 

A kptoocoteot aboet most be sobmitied for eadi tbeet of the daima whkii^ 
■ii^#ixti»#itf^ dififcn firom d>e sheet origjaAlly filed. 

All the daims appearing oo a replaoemeat sheet must be numbered in Arabic msnerah. Where a daim is 
f^nryftf^i, DO renumbering of the ott>er daims is required. In all cases where cUims are renumbeicd, they must 
be renumbered ooosecutivdy (Administrative Instructions, Sectkn 205(b)). 

What dooBOKftts Bsrt/nuiy accoapaay the ataettdoaents 7 

Letter (Sectkw 205(b)): 

The amendtnents must be submitted with a Icticr. 

The letter will ncH be published with the intenutiooal applicatioo and the amended daims. It should ttot be 
coofoundcd with the "Statement under Artidc 19(1)~ (sec bdow, unda "Statement under Axtide 19(1)*^. 
* ^The4etter mmtiadiciteJhediCrcisaaesiietwecn the asHkd and the daims as amended, it must, in 

particuU r, indicate, in ooooectioQ with eadi daim appearing in the inteinatiotul applicatioo (it being understood 
that identical indicatioos oooocming scvcrtt daims may be grouped), whether 

(i) the daim b uncbaogod; 

(ii) the daim is canoe Ued; 
(iti) the daim b new; 

(iv) the daim replaces one or more dtims as filed; 

(v) the daim is the result ol ibc divisioo of a dtim as filed. 

t . ■ 
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NOTES TO FORM PCT/TSA/220 (conilnucd) 

Jht fo\U>w\tig examples UlustrsU the maaocr In wbicb atBcndmcDt^ must be explained In the 
■cconpaaylog letter: 

1. fWbcrc origiinlly there were 48 dainis and after amcndmcm of tome daims there arc 5 1]: 
"Qaiim 1 lo 29. 31. 32, 34. 35. 37 lo 45 replaced by amended claims bearing the same numbers; 
clainu 30. 33 and 36 unchanged; new claims 49 lo 51 added." 

2. [Where originally there were 15 da iius and after amendment of all da ims there arc 1 1|: 
"Qaims 1 lo 15 replaced by amended claims 1 to U 

3. [Where originally there were 14 claims and the amendments consist in cancelling some daims and in adding 
new daims): 

"Qaims 1 to 6 and 14 unchanged; daims 7 to 13 cancelled; new claims 15, 16 and 17 added." or 
"Claims 7 to 13 cancdied; new daims 15, 16 and 17 added; all other claims unchanged." 

4. [Where various kinds ofamendmenti arc made): 

^Qaims 1-10 unchanged; daims 11 to 13, 18 and I9cancdled; daima 14, 15 and 16 replaced by amended 
claim 14; daim 17 subdivided into amended daims 15, 16 and 17; new daims 20 and 21 added.** 



"Sutcaeot under ArUck 19(1)- (Rak 4^.4) 

The ameiKiments may be aooompanied by a statement explaining the amendments and indicating any impact 
that such amendments cnigbt have on the description and the drawings (which cannot be amended under 
Artidc 19(1)). 

The ftUtemeat will be published with the international application and the amended daims. 

The sutcmcnt should be brief, it should not exceed 500 words if in English or if uanslatcd into English.* 

k should not be confounded with aivl does not replace the letter ixkUating the JifEercxiocs between the daims 
as filed and as anvTT^. b must be fDed on a separate sheet and must be faimtificd as such by a beading, 
ptefcsably by using the words **Statcmettt imder Aiticie 19(1).* 

It should not cootain any disparaging comments on the intematiooal seardi report or the relevance of dutiou 
conuined in that report. Reference to dttticna, relevant to a given daim, rontaii>rd in the imematiooal search 
report may be made only in connection with an amendment of that daim. 



Ld what b nguagc 7 

The amendments must be made in the language in which the intematiooal application is published. The letter 
and any fj^t^^^f acoompanying the amnidinmts must be in the same lanfuage aa the intematiocul application 
if that unguage b Fngli*l> or Ftendi; otherwise, it mtxst be in English or FrciKii, at the choice of the applicant 

CooscqocM If a dcaaaad for latcrMtkwal preliminary czamlaatkw km already bce« fifod 7 

If^ H tim^ of filing mny ■w^^nArwttft mvW Artide 19, a demand for intemarinqal preliminary f Tatnination 
has already been submitted, the appltcaiit mxst preferably, at the aatne time of fDIng m 
Intematiooal Bureau, also file a copy of such amendmenu with the Inteixudooal Preliminary Examining 
Authority (see Rule 62^aX first sentence). 

Cooaequcaea wkk rvgud to traaalatioa of the kiUraatioaal appUcatioa for entry loCo the satiooaJ phase 7 

The applicant^ attention b drawn to the faa that, wt>cre upon eatrv into the lutional phase, a translatioo of the 
daims as inv^^ under Article 19 may have lo be furnished to itbe designated/dected OfGccs, instead o£, or 
io addition to, the translatioo of the daims as filed. 

For further deuils oo the rcqutremems aCssfa designated/elected Office, see Volume Qof the PCT Applicant's 

Guide, 



Nocci to Fonn PCT/lSA/220 (aecood aboct) (July 1992) 



